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of the Univector system. 

0 .- And in fact, all of the elements of the 

f 

Univector system, and take it in unconnected form, were 
all known in the prior art, correct? 

A It depends on what you mean by "elements." I 
don't know what you mean, so perhaps you could define 
that for me, because it's a very vague term. 

Q Why don't you tell me what makes up the 
Univector system. 

MR. BLANKE: Objection, form. 

Q (By Mr. Labgold) Or why don't you I'll make 
it a little more defined. What do you consider to be 
the essential elements of the Univector system*? 

MR. BLANKE: Objection, form. 
THE WITNESS: I consider the essential 
elements of the Univector system to be the ability to 
cause the fusion between two molecules using 
site- specif ic recombination, one of those molecules 
being a recipient vector, the other being a donor vector 
that contains site-specific recombination site, a drug 
marker and the absence of a functional origin under 
certain conditions 
Q And 

A The ability to select for that event. 
Q Now, the prior art taught site - specif ic 
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recombination, correct? 
A ,.• That is correct. 

Q And the prior art taught the use of lox sites 
for .site-specif ic recombination, correct? 
A That is correct. 

Q And the prior art taught Cre-mediated 
recombination using the lox sites? 
A. That is correct. 

Q And the prior art taught drug resistance 
markers, right? . 
A Correct. 

Q And. the prior art taught conditional origins of 
replication, correct? 
A Correct. 

Q And the prior art, one that you didn't mention 
here, but I think is also important to the system, 
correct me if I'm wrong, the prior art taught cells 
which would allow for the selection of the conditional 
origin of replication, correct? 

A That is correct. 

Q So -- 

A And also, I would add, I don't know, "element" 
is a -- I mean, there is also the concept of the purpose 
of making the fusion event to create expression vectors 
and things like that. That was a novel element. 
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Q Well, expression vectors were known before, 
correct? 

A Right. But I think the use of site-specific 
recombination in this way wasn't appreciated, so that 
that I think is a novel element, because without the 
need to do that, there would be no coming together of 
the other elements. 

Q But prior to your invention, people clearly 
desired and actually accomplished the ability to 
subclone pieces of DNA from one vector to another, 
correct? ' 

A Yes, using conventional methods. 

Q And some of those convent ional methods would be 
what I would refer to as kind of traditional subcloning 
where you excise a DNA sequence of interest from one 
plasmid using restriction enzymes and put them into 
another plasmid having complementary restriction sites, 
correct? 

A That 1 s correct . 

Q And in certain . circumstances , the first vector 
would be what might be called a cloning vector which was 
unable to express the gene of interest, correct? 

A Yes, that's one example. 

Q And one of the purposes for wanting to subclone 
this gene of interest from that cloning vector is to put 
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it into what we call an expression vector so that the 
gene of interest would be juxtaposed in proper reading 
frame with a promoter, correct? 
A That is correct . 

Q And therefore that would allow for the 
expression in the host cell under the right conditions 
of the gene of interest, correct? 

A. Yes. 

Q And so is it fair to say that the do you 
understand the word "novelty" as it 

A I have an understanding of it, yes. 

Q Okay. Well, for the sake of getting past the 
point, would it be fair to say that the novelty of your 
system was not that it had new elements, but that these 
elements were arranged in a way that had not been 
previously arranged to achieve the result which you 
achieved? 

A Yes. 

Q Now, you filed a patent application on which 
you consider to be your invention, correct? 

A That is correct. 

MR. LABGOLD : And I apologize. I did not, 
as I was handing out all those extra copies, one of the 
reasons was I was supposed to have an extra copy for 
today. Do you have yesterday's exhibits? 
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1 to "donor vector," which' we see down a little further on 

2 the page? 

3 A Sure . ■ 

4 q And one last question and we'll take our break. 

5 Your definition of "donor vector, » is that concept there 

6 something which was invented by Dr. Stephen Elledge? 

7 A i think 'it would be the same answer as before. 

8 MR. LABGOLD: Why don't we go ahead and 

9 take a quick break. 

10 (A recess was taken.) 

1X q (By Mr. Labgold) Back to our Glossary of 

12 Terms, I assume you will agree with me that Dr. Elledge 

13 did not invent the concept of antibiotics? 

14 A Certainly. 

15 q And you also agree tphat he did not invent the 

16 idea of using antibiotic resistant genes as selection 

17 markers? 

18 A Yes . 

19 q conditional origin of replication, is that a 

20 concept which was invented by Dr. Elledge? 

21 A No . 

22 Q Do you know if it was published in the art 

23 before the development of the Univector system? 

24 A Sure . 

25 q And do you know if its use in cloning 
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1 technologies was discussed in the literature prior to 

2 the Elledge Univector development? 

3 A Yes . . 

4 q Are you aware -- pardon me? 

5 a It's used in a variety of situations. 

6 q Are you aware that Dr. Elledge received certain 

7 bacterial strains from a Dr. Barry Wanner at Purdue? 

8 A Yes. . 

9 Q And are you aware of the fact that Dr. Elledge 

10 provided those strains to Clontech without advising 

11 Dr. Wanner of that fact beforehand? 

12 MR. BLANKE: Objection, form. 

13 THE WITNESS: I don't know what the 

14 communication was between Dr. Elledge and Dr. Wanner. 

15 Q (By Mr. Labgold) Have you seen that allegation 

16 in the record? 

17 a The allegation that it was provided without 

18 proper communication? 

19 Q Yes. 

20 A I think I have, yes. 

21 q Have you seen -- I believe in your report you 

22 indicated that you've seen all of the documents that 

23 have been produced by both parties; is that correct? 

24 a As far as I know. I came to Austin and was 

25 presented with what was thirteen or fifteen boxes of 



Sunbelt Reporting & Litigation Services 
(713) 667-0763 Houston (214) 747-0763 Dallas 



o o 

ORAL DEPOSITION OF KENNETH N. KREUZER, Ph.D. 



59 



1 with licensing. 

2 q .• That there was a third-party that had certain 

3 rights to the GST fusion purification system? That's 

4 what the concern was? 

5 a That's my recollection. 

6 Q And from your review of the documents, Clontech 

7 was cognizant of the fact that they did not want to use 

8 someone else's technology? 

9 _ a Hang on a minute. I could be wrong, but that's 
10 my recollection at the moment. 

H q And Dr. Elledge did not invent GST fusion 

12 proteins, correct? 

13 A No. 

14 q That's correct or not correct? 

15 a Oh, sorry. Dr. Elledge did not invent GST 

16 fusion proteins as a general entity, yes. 

17 Q And he did not invent the concept of creating a 

18 GST fusion so that the protein to which the GST was 

19 fused could be purified, correct? 

20 A That's correct. 

21 q And in fact, the publication, itself, makes 

22 reference to that and being in the prior art, correct? 

23 A Yes . 

24 q Did you review the correspondence between 

25 Clontech and Dr. Elledge concern Clontech' s efforts to 
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1 \ (Discussion, of f the record.) 

2 q / (By Mr. Labgold) I would like to mark as 

3 Kreuzer Exhibit 3 a publication in Gene, the journal 

4 Gene, G-e-n-e, Volume 150, 1994, Pages 51 to 56, 

5 entitled, "Escherichia coli genome targeting, I. 

6 Cre-lox-mediated in vitro generation of ori minus 

7 plasmids and their in vivo chromosomal integration and 

8 J retrieval . " 

9 (Kreuzer Deposition Exhibit No. 2 was 
10 marked for identification.) 

H MR. LABGOLD: Back on the record here. We 

12. have misidentified it. This article, Hasan, et al . , 

13 from Dr. Szybalski's lab will be Exhibit 2. 

14 Q (By Mr. Labgold) If you'd take a moment to 

15 look at this article and tell me if you've seen this 

16 before? 

17 A j believe I've seen a related paper. It may 

18 be -- maybe it's number two in the series. I'm not sure 

19 I've seen this one. 

20 Q And do you understand this as being -- where it 

21 says Cre-lox-mediated, this is the. same type of Cre-lox 

22 recombination that we're talking about, correct? 

23 A T hat would be -- the reaction, itself, would be 

24 the same kind of reaction, yes. 

25 q And do you understand that this is a -- a 
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1 method for inserting genes of interest into an acceptor 

2 molecule, in this case a chromosome? 

3 A Again, I would need some time to read through 

4 the paper carefully, but it seems -- seems like that's 

5 what the title and abstract are, just guessing. 

6 j q And to the extent you need to review any of it 

7 in detail, please take as much time as you need. Would 

8 you agree that the article describes putting a gene of 

9 interest onto a -- a plasmid -- well, let's take a look 

10 at Figure 1 . 

11 A Okay. 

12 Q And why don't you take a moment to read the 

13 legend to Figure 1. 

14 A Okay . 

15 Q And do you have a general understanding of 

16 what's represented by this figure? 

17 a Yes, I think so. 

18 Q And is it your understanding that the top 

19 plasmid, the top circle there, pNH64a, is used to -- as 

20 a vector for- a gene of interest? 

21 A Yes . 

22 Q And that that vector contains the two loxP 

23 sites? 

24 A Yes. 

25 q which when subjected to the Cre enzyme in vitro 



Sunbelt Reporting & Litigation Services 
(713) 667-0763 Houston (214) 747-0763 Dallas 



o o 

ORAL DEPOSITION OF KENNETH N. KREUZER, Ph.D. 



1 
2 
3 
4 
5 
6 
7 
8 
9 
10 
11 
12 
13 
14 
15 
16 
17 
18 
19 
20 
21 
22 
23 
24 
25 



results in a recombination event that yields two 
plasmids that are shown as pNH64b and pNH64c? 
A Yes. 

Q Now, what's your understanding of that ori 
minus notation? 

A That's a circular fragment of DNA that will go 
on to insert into bacterial chromosome. 

Q And by it being ori minus, that means that that 
plasmid cannot propagate in a host organism, correct? 
A At least not a wild type host organism. 
Q And that ori minus feature is used as a 
selection for the desired reaction, correct? 

A Yes, it's used as a negative selection for the 
desired reaction. Not the reaction that's shown here. 
Q Correct . 

A The reaction that occurs later. 

Q And if I understand what is intended to happen 
next is that the result of the in vitro recombination 
with Cre -- oh, and let me ask you this, backing up a 
step. You've described in your expert report that this 
Cre-mediated reaction is a reversible reaction, correct? 

A Yes. 

Q So that where it shows an arrow coming from the 
big plasmid on the top of Figure 1 of Kreuzer Exhibit 2, 
down to the two daughter plasmids, that's actually -- it 
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1 should be a two-way arrow, correct? 

2 I A / Yes . 

3 q And that I believe -- and I apologize, because 

4 I don't know exactly where the citation is in your -- 

5 oh, I believe if you go to Page 21, I'm sorry, you state 

6 that after the two -- do you see about halfway down 

7 Page 45? 

8 A Yes . 

9 q "After the two have been mixed together in the 

10 presence of Cre, you will have a mixture of vectors. 

11 Because the Cre reaction is reversible, vectors will be 

12 fusing and separating in the test tube until you stop 

13 the reaction." 

14 A Yes . 

15 Q And so that type of reversible equilibrium is 

16 actually going on in this reaction, too, correct? 

17 a Yes, I mean, as I indicated in the report, 

18 depending on the DNA concentration, you can push it one 

19 way or the other. 

20 Q And what's not shown in Figure 1 of Kreuzer 

21 Exhibit 2 is that you then transform this into a host 

22 organism, correct? 

23 A Correct . 

24 q And then the chromosome of that host organism 

25 works as an acceptor molecule, if you will, for 
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1 q And by that system, you have a selection 

2 mechanism so that you can select for a resulting 

3 organism that displays the gene of interest and you will 

4 know by the means of the selection that you've got the 

5 right mutagenized product, correct? 

6 iv - A you would certainly want to confirm it, but you 

7 would --if the system works properly, you would have 

8 that, yes. And again, I haven't looked past Figure 1, 

9 so I'm assuming the system works by the lambda 

10 recombination. Right. And that's clearly indicated in 

11 the abstract. 

12 q uh-huh. Now, if Dr. Elledge was aware of this 

13 paper before the development of the Univector system, 

14 would the ethic provide that he should cite this 

15 reference in his article? 

16 A i don't particularly see why at the moment. I 

17 don't think his system is built on this at all. 

18 Q Even though it uses several of the key elements 

19 here? 

20 A As you pointed out before, there were quite a 

21 number of papers that use lox-mediated recombination in 

22 I a variety of situations. 

23 q And this one actually goes through taking a 

24 gene of interest, putting it into a plasmid, creating a, 

25 you know, donor plasmid, if you will, in the ori minus? 
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x A The words "donor 11 and "acceptor" don't mean 

2 very much. The heart of the Elledge system, you know, 

3 as I indicated, is the ability to make novel gene 

4 combinations, gene fusions , promoter gene constructs. 

5 And, you know, other people, as I said before, have used 

6 lox sites, for example, to introduce mutations into 

7 mouse gene targeting. Those are interesting other 

8 applications of lox recombination, but I don't think 

9 that the Elledge system is built on any of those, you 
10 know, as far as I can see. 

xl Q uh-huh. Would you agree that the insertion of 

12 the gene of interest, the recombination event in Kreuzer 

13 Exhibit 2 into the chromosome is also a reversible 

14 reaction? 

15 A i don't believe that it is in the cells that 

16 they use. Int is -- only refers to when another protein 

17 is present, and I doubt if they have that protein 

18 present in the cells. But I would have to look at the 

19 materials and methods to determine that. 

20 Q And what's the. enzyme , the protein that you are 

21 referring to? 

22 a XIS, X-I-S. I would -- again, I would have to 

23 look over it carefully. The normal -- let me clarify. 

24 The normal lambda integration which uses -- in the case 

25 of the Int protein, the two sites are different, they 
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are not the same as with the Cre-lox system. And the 
normal/ reaction which occurs between the two different 
sites goes in one direction with Ints and requires an 
XIS for the reverse direction. 

I would have to look over this more 
carefully to see. It looks to me like they are using 
the normal bacterial -- they are using the normal 
combination of two sites, and so my presumption, if that 
is true, is that it would require a second protein. 

q If you'd take a look at Page 55, Subsection D. 
A Okay. 

Q And take as much time as you need to read that 

section and just 

MR. BLANKE: We're on Exhibit 2 of the 

Kreuzer deposition? 

MR. LABGOLD: Yes, sir. I'm sorry, 
Kreuzer Exhibit 2 at Page 55. And it's in. bold, 
Subsection D on the left-hand column. 

THE WITNESS: Okay. Yes. 
q (By Mr. Labgold) Doesn't this indicate that 
the inserted gene product can actually be retrieved from 
the chromosome? 

A By introducing the excising protein. 
Q Now, if you go to Page 22 of your report ,. which 
is Kreuzer Exhibit 1, at the top of the page, you have a 
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Hard Copy Follows: □ Yes EI No 

CONFIDENTIALITY NOTICE: 

ne information contained in this FAX may be confidential and/or printed. This FAX is intended to be reviewed initially by onfy the individual 
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V^SON &EUC1NS LJ-P. 
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AU?flN,7T<XAS 787*6 

David P. Bfeu&c 
DicaP*l(5l2)M2rS622 



May 6, 2003 



.By/to 

Mr. Richard J, Oparil 
Panon Boggs L,LP. 
2550 M Sued NW 
Washington, DC 20037 



Rel Baylor College of Medicine, ex al v. Clontech Laboratories, Inc.; 
Cause No. 2001-61352 



Dear Richard: 

I am further responding to your April 14 letter. Earlier I wrote regarding the Ruobo 
Zhang exhibits. As io the '808 continuations, we will be producing the non-privileged 
documents on this issue. In the meantime, I am providing the accompanying preliminary 
amendment and notice of allowance from the PTC 

V^y truly yours, 

^qr^L- ^ 

David P, Blaiike 



attachment 

c: Glenn A. Ballard, Jr, {by fax; w/ati) 
Kevin Bell {by fax; w/w.) 
Tracey B, DavieS [Firm; w/o an.] 
M. Michelle Mullcr [Firm; -w/o art.) 
Jason M- Powers [Firm; w/o an.] 
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ATTORNEY DOCKET NO. 


CONTROL KO. 




PATENT IN REEXAMINATION 





EXAMINER 



ART UNIT 



PAPER 



47 



DATE MAILED: 



Please find below and/or attached an Office communication concerning this application or 
proceeding. 



Commissioner of Patents and Trademarks 



— Secaoachcd'- 



PTO-80C (Rov.3-88) 
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Application No, 


Applicants) 


Notice of Allowability 


09/122.384 


ELlEDGEETAL. 


Examiner 


Art Unit 






James S. Ketter 


1636 





~ The MAILING DATS of this communication sppears on 1/36 coyer ****** * e por/espontfence iddrvss- 
I claims being allowable, PROSECUTION ON THE MERITS 15 (OR REMAINS) CLOSED in this application. If not included 
vawlfh (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mated In due course. TrflS 
DTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS- This application is subject to withdrawal from Issue at me Initiative 
the office or upon petition by the applicant See 37 CFR 1.313 and MPEP 1308, 

K Tfmr ^FFTl 1 'pi™*™ ^pnnsmwi to fha gipandm&nl of MV3/Q2 a/xf tne IDS o/ 3/4/03 . 
S Tne altoweq daimis) is/are £3£§. 

H Tne drawing filed on 2QMgrcn20Qi are accepted by the Examiner, 

□ Acknowledgment te made of a claim for foreign priority under 35 U.S,C. § 1 i9ca)-(d) or (f). 
a)D All b>PSome w cjPNone of the: 

1 . □ Certified copies of the pnortiy documents have been received- 

2. □ Certified copies of the priority documents have been received in Application No. . 

s. □ Copies of the certJSed eopfe$ of th© priority document* have been received in wis national siege application from tne 
International Bureau (POT Rule 17.2(a)). 
* Cefbffed copies no; received: ^ . 

□ Acknowledgment is made of a claim for domestic priority under 35 U.S.C, § 1 1 3(e) (to a provisional application), 
la) Q The translation of the foreign language provisional appRcafion has been received, 

0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 1 20 and/or 121 , 

)p]jcanT has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements noted 
slow. Failure to timely comply will result In ABANDONMENT of this application. THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

□ A SUBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAMINER'S AMENDMENT or NOTICE OF 
iFORMAL PATENT APPLICATION (PTCM52) which 9lves reasons) why the oath or declaration is defiaenL 

Q CORRECTED DRAWINGS must be submitted, 
(a) □ indu<3in9 cnanges required by the Notice of Draftspersotfs Patent Drawing Review { PTO-948) attached 

1) □ hereto or 2) P to Paper No. - 

(0) Q IncJucfing changes required Dy the proposed drawing correction fded , which has peen approved by the Examiner. 

(c) □ including changes required by the attached Examiner^ Amendment / Comment or in the Office action of Paper No, . 

Identifying Indicia *woh a* the application number (set! 37 cfb 1 -84(c)) should be written on tho drawings hi the top margin (not the beck) 
ot each ?b««t The drawings should be filed as a separate paper wiin a transmittal letter addressed to the Official praftsperson. 

□ DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the 
tached Examiners comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 



sachmont(s) 

U Notice of References Cited (PTO-892) 
3 Notio© of Draftperson^s Patent Drawing Review (PTO-948) 
3 Information Disclosure Statements (PTO-1449), Paper No. ? vr. 
3 Examiners Comment Regarding Requirement for Deposit 
of Biological Material 



2D Notice of informal Patent Application (FTO-152) 

4Q Interview Summary (PTO-413), Paper No- - 

Examiner's Amendment/Comment 
8P Examiner's Statement of Reasons for Allowance 
9P Other 
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PRIMARY EXAMINER 
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VINSON &EU0NS,I..L4». 
1001 FANNIN STREET 
2300 FIRST CITY TOWER 
HOUSTON, TX 77002-6760 




EIVED 
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IP*E>ocket Oftice 
Vinson & Eltf 



DATE MAILED- 04/22/J0O3 



435*006000 



AF?UCATTONNO. I FU4NO PaTE | 



fipSX NAMED INVENTOR 



| ATTORNEY DOQCf T flQ. j CQ^BKMaTION KQ> ~j 



Q9(tt22,3S4 07/24/1998 STEPHEN I. ELLEPQE 

TITLE OP INVENTION: JIA?U> SU&CJjQHING USING SlTE^SFECOTC RECOMBINATION 



BAY|36*-0IOCU» 



4340 



JWUf-TYFE 



Small entity 



PUBLICATION F££ 



[ TOTAL fg%S) DUE | PaTEPUE | 



acnpfOrUteaa) 



NO 



$1300 



SO 



$1300 



THE APPLICATION IDENTIFIED ABOVE PAS BEEN EXAMINED AND IS AlXOWED FOR ISSUANCE AS A PATENT. 
PttOSpcirpoN QH THR M?^^ ys closed, THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT BIGHTS. 
THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON 
PETITION BY THE APPLICANT. SEE 3*7 CFR 1313 AND MPEP 1308, 

THE ISSUE FEE ANP PUBLICATION FEE OF REQUIRED) MUST BE PAID WITHIN 3BEE£MQHIHS FROM THE 

mailing date of this notice or this application shall be regarded as abandoned. - nq § statutory 

PERIOD CANNOT BE EXTENPfiP - SEE 35 U*S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE REFLECTS A CREDIT 
FOR ANY PREVIOUSLY PAID ISSUE FEE APPLIED IN THIS APPLICATION. THE PTOL-3SB (OR AN EQUIVALENT) 
MUST BE RETURNED WITHIN THIS PERIOD EVEN IF NO FEE IS DUE OR THE APPLICATION WILL BE REGARDED AS 
ABANDONED. 

HOW TO REPLY TO TBIS NOTICE; 

L Review Ac SMaLL ENTITY wtus shown above 



If the SMA LL EN TITY is shown as YES, verify your current 
SMALL ENTITY status: 

A. If the status is the same, pay the TOTAL FEE(S) DUE show 
above, 

B. If the status is changed, pay ifce PUBLICATION FEE (if required) 
and twice the amount of the ISSUE FEE shown above and notify the 
United States Patent and Trademark Office of the change is status, or 



If the SMALL ENTITY is shown as NO: 

A. Pay TOTAL F££(S) DUE shown above, or 

B. If applicant claimed SMALL ENTITY sums before, or is now 
claiming SMALL ENTITY status, check the box bolow and enclose 
the PUBLICATION FEE and 1/2 *c ISSUE FEE shown above. 

Q Applicant claims SMALL ENTITY status- 
See 37 CFR 1.27. 



n. PART B - FEE(S) TRANSMITTAL should be completed and returned to the United States Patent and Trademark Office (USPTO) with 
your ISSUE FEE and PUBLICATION FEE Gf required). Even if the fccfr) have already been paid, Part B - Fec(s) Transmittal should be 
completed ea4 returned. If you are charging the f«(a) to your deposit account, section "4b w of Pan B - Fee(s) Transmittal should b* 
completed and an extra copy of the form should be submitted. 

IB. All communications regarding this application must give the application number. Please direct all communications prior to issuance to 
Box ISSUE FEE unless advised to the contrary. 

IMPORTANT REMINDER; UpTity patents issuing on applications filed On or after Dec 12, 1980 may require payment of 
maintenance lees. It is patentee's responsibility to ensure timely payment of maintenance fees when due, 
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PART B - PEE(S) TRANSMITTAL 

Complete and song this forvn v Together Wiih applicable feofr), to; Mftil Box ISSUE FEE 

Commissioner for Parents 
WashteEtoa, D.C, 20231 



INSTRUCTIONS: This form'jboiW fe© ui*a for tnran.TOg *p U&Ub MB 



t otherwise 



EiUt (703)74^4000 



i^o ice pon nfflnoff)i 

JlS3* 7S90 

VINSON & ELKINS, L.L.P. 
1001 FANNIN STREET 
2300 FIRST CITY TOWER 
HOUSTON, TX 




R£SS- for 
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CmWcatc of Matt a$ or Trawraiwtoti 
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| AJWCATONNa j PIJJNGDATE | FiKSTWAMEP INVESTOR j ATTORNEY DOCKET NO. | CONRRMATON NO. 



TITLE OF INVENTION: RAFID SUBCLONES USfNO SITE-SPECIFIC RECOMBINATION . 



| ATPLH.TYPE | SMALL WITTY [ 



15 SUe FEB 



| rUBUCMIWFEE { TOTAlFgE(S)&Ug | PaTSEUE | 



NO 



$1300 



SO 



S1300 



07/22^003 



c 



EXAMINER 



I 



ART UNIT 



cuw$s-su&cuss 



1636 
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^Oia^^^coTOpoptocc address or indfeaxjoq of "Fee Address" (37 
pw JOdrw (or Oiangr of ConcspoocJcncc 

. (or *fcc A44f03j" Inflicwott form 
or more repeor) amehed. Use q( a Cuxtonw 




Q'FotAddrasi'j 
PTQ/S&x*7;Rcvt_ _ 
Nomber fa r«jufcr«4- 



2. For printing on ibe paice* front p#sc, list (lj 
lbs nacacs of up a? 3 registered paroir «oomo>3 
pt ageni* OR, aftemmvety, (2) the name of b 
*iagte fimt (having at « member a rtpsered 
approcy cr sod the mmcs of up to 2 
rcgsfciad patent attorneys or agents. If no name 
w Jwwd, ao rew* wftl be prijtfod- 



3- ASSIGNED NAME AND RESIDENCE DATA TO BE f WNTEO OH TUB P aTENT (print or <ypc) 

FL&ASE^ore Uoiei* an stance w idealised Wow, ao rajgnve data will appear co fcc paient. locluaioji of aisfcnee tjaia * — , 
been preview raboarredio oVuSPTO or is \k]b$ i^bcajws under separata cover. Coioptcttan of (bis form n NOT a sutrtfwe for foil 
(A) MAMS OF ASSIGNEE (B) RESIDENCE: (CITY uh) STATE OR COUHTRV) 



Flose check 0^ apprgpdm; wig?e^ cwgoiy or cavort ( >oH ooi be primed on the pmaQ '" Qip^vidual Q<x«port^orotbtfpivaggp»pcnuty- Qgovctmngnc 
4*. Tb« foJtowu^ ttre ewrloxcd: ^b.P»ymcwofF«(5); 

Qlsstiofce Q A cKcc± in the «mmxw of (h« b rocJo«o4. 

QPulficadonfoe QF8ymcmbyerediicwAFoflnFT<V2i38 is©R*chcd, 



DAdvwoOdcr- *ofCopi«, 



QlboO 

Pcposii 



Coaumwfencr U bcrtlcr auihorirod by «bofee o»c (cquiicd fif<Jl» or ctcx& any overpayment to 
i Accouar Nttabcr (codose an pro copy of tb» fonp)- 



Conwiwioncr fix Fwciw 'u roo^oq to j^piy ihc Issue «W Fuotorioa Foe C»f «" » ^-»f^y »oy prcviouny paio iiiuc fccto^o applicaiign IdcnrifictJ above. 



(Authorized Sjgramfc) 



. , accepted from myoob 

a^iuw or oijwr piny h 

andTrtdffniatK Office. 



TJlW OOiiCJCtJOtt Oft 

M or ream % t 

•reliaoon, Ooi^imlhvla 4 „ . „ 

c$6n»sc4 w cake niws p co mplete, mcludms Buh^nnz, preparing, and tubmimi^ Ow 
eompkM 4ppiicaboa forai co The OSFtO. Tunc vj|( vwy depcodins vpoa w mmvlm 
o«sc Any ccuwu cag op the mount of dms you iwuw lo corapuu nxm aod/or 

tfdpw t for roduckz Ms bwden, ^ould be icnt w ihc Chief Worrn^Tlan OHIgc;, US, 

Q! ^tl^^mvleOf^ V.S,J2sBfinmcat of Conranr^ W^ip^og, D»C_20^1 . tX) 



CommURoocrfflr 




Sl^SEND TO: 



Undcr.ftc F»fyr^v^ &Mh^opon Act of 1995, no www aro required to raapojvi W 
cotkgffoa of toferrogoon UoW« U (3Uoky» a valid OMi* control number 



TRANSMIT THIS FORM WITH FEE(SJ 
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United States Bctekt and Tk*ogMARH; Omce 



OaU*4 Smin J"*T«ns *n4 Tr*4vto*flfc 



f tWTHAMgpmVEKTOR | ATTQWEY POCKET WO. | CONFIRMATION NO. ( 



fQJNG PATE 



Q7/24/199S 



STEPHEN J. EUEDGE 



3AYW4-OI0CIP 



.7390 



VINSON &EU0NS,U*,P. 
1001 FANNIN STREET 
2300 FIRST CITY TOWER 
HOUSTON, TX 77002-6760 
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KETTER,JaMES$ 



artukit 



I 



PATE MaTTET* WWrtQQJ 



Xttterminatfonof Paten? Term Adjustment under 35 V£.C> 154 (b) 
^ . (application filed on or after May 29 y 2000) 



The patent term adjustment to dare is 0 days. If the issue fee is paid on the date that is three months after the mailing 
date of this notice and the patent issues on the Tuesday before the date that is 28 weeks (six and a half months) after 
the mailing date of this notice, the tenn adjustment will be 0 days. 

If a continued prosecution application (CPA) was filed in the above-identified application, the filing date that 
determines patent term a4)t*stmem is the filing date of the most recent CPA. 

Applicant will be able to obtain more detailed information by accessing the Patent Application Information Retrieval 
(PAIR) systein. (httpy/pair.uspto.gov) 

Any questions regarding the patent term extension or adjustment determination should be directed to the Office of 
Patent Legal Administration at (703)305-1383. 



PTOL-85 (KEV.OMW) Approved for we mrough 01/51 *o0«. 
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United 3mmd Puoal T>td«mM)i Ogive 




| AfflJC*H0HNO. | FIUKgPATg | TO NAMED INVENTOR | AnogKEY POCKET yg j COWnyMATlOf<WQ. j 

09/122,334 07/24/ 1598 STEPHEN J. EL££PGE BAY136/«-0lQa> 4340 

7590 <wrwa» 1 EXam^s* I 

VINSON & BUCINS, LLP. ketter, james s 

1001 FANNIN STREET - ^ ; ■ 

2300 FIRST CITY TOWER 1 **rum \ paP£*humbp* ( 

HOUSTON, 1X77002^760 ^ 
UNITED STATES 

DATE MAILED: 04/22/2003 



Notice of Fee Increase on January 1, 2003 

- If ^ reply lo-a Woticc of Allowance and Fe£(s) Bin?" is filed in the Office an or after January 1. 2003, then the 
amount due will be higher than that set forth* rn the "Notice of Allowance and Fee(s) Due 11 since there will be an increase 
in fees effective on January J, 2003. R cvj ff i 9T l of P^ept g£g Trademark Fees for Fisca l y ea r 2003: Final Rule, 67 Fed. 
Reg, 70847, 70549 (November 27, 2002), 



The current fee schedule is accessible from: http://wwwais j)To.frOv^ 

If the issue paid is the amount shown on the "Notice of Allowance a**d Fee(s) Due," hut not the correct amount 
in view of tho fee increase, a "Notice to Pay Balance of Issue Fee" will be mailed to applicant- In order to avoid 
processing delays associated with mailing of * "Notice to Pay Balance of Issue Fee," if the response To the Notice of 
Allowance and Ft»(s) due form is to he filed on or alter January J r 2003 (oj mailed with a certificate of wiling on or 
after January 1, 2003), the issue fee paid should be the fee that 13 required at the time the fee is paid. If the issae fee was 
previously paid, and fce response to lire "Notice of Allowance and Fee(s) Due" includes a request to apply a 
previously-paid issue fee to die issue fee now due, then the difference between the issue fee amount at the time the 
response is filed and the previously paid issue fee should be paid. See Manual of Patent Examining Procedure, Section 
1308.01 (Eighth Edition. August 2001). 

Questions relating to issue and publication fee payments should be directed to the Customer Service Center 
of the OHice of Patent Publication at (703) 305-8283. 



FTOC-$5 <RBV.04-0Z) AppcQrvtf kr use tfuou£b 01/31/2004- 
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Worcjtt® vcbw.com 

October 3, 2002 



CERTIFICATE OF FACSIMILE 

I certify toxhis contspandence is being 
ptinjmittcd en October 3, 20OZ, fcy fccsiroflftiefce 
Eaten; *ad TndgngAOfijcg in accordance WUb37 
OFJL §1.8. 

tee TixnoihyS.Cordcr 




Assistant Commissioner for Patents 
Washington, D.C. 2023 J 

Re: US. Patent Application SN 09/1 22,384 "Rapid Subchning Using Situ-Specific 
Recombination," by Elledge e% aL 

Attorney Docket No.: BAT136/4-OJ0CJP/36000; Client Ref: OTA # 97-27 
Confirmation No. 4340 

Sir. 

Enclosed for filing in the above-referenced patent application is a Preliminary 
Amendment for filing in the above-refcrcnccd patent application. 

It is believed that no fee is due; however, should any fees under 37 C.F.R, §§ 1.16 to 1.21 
be required for any reason, the Assistant Commissioner is authorized to appropriately deduct or 
credit the requisite amount from Vinson & Elkins L.L.F. deposit account No. 
22-O365/BAY136/4-0lOCnV36OOO. 



y submitted, 




Timothy S^Coflier 
Reg. No. 38,414 



9282:5588 
Enclosure 
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PATENT 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Application of: Stephen J. Elledge et al. 
Serial No.: 09/122^84 
Filed: July24, 1998 

For: Rapid Subcloning Using Site-Specific 
Recombination 



Group An Unit 1636 
Examiner J.Ketter 

Any. Dkt No.: BAY136/4-10CIP/360OO 
Confirmation No. 4340 



CERTIFICATE OF FACSlWU-E 

Oc&tarS, 20Q2, ly feewulB » *o PWew and Tademart 
Office in acconbncc *ijlr37t:.F.R. jjl.B. 




VIA FA* 



sai&ii 



PRELIMINARY AMENDMENT 
LE NO. 703-746-S15S 



Assistant Connnissioner for Patents 
Washington, D.C. 20231 

Sir 

In advance of prosecution, the Examiner is requested to please amend the above- 
captioned application as follows: 

AMENDMENT 

A. In the Claims; 

Please cancel all pending claims, i.e. claims 1-20, 26, 30-35, and 37-42, and enter me following 
new claims: 



43. A composition comprising a glutathione-S-uansfcras c-Cre-recombinaa e fusion 
polypeptide. 



3H273J.DOC 



44. 
45. 
46- 

47. 
48, 

49. 

50. 
51. 
52, 
53. 
54. 



The composition of claim 43, wherein the polypeptide has an amino acid sequence 
according to SEQ ID NO: 11 . 



The composition of claim 43, wherein the composition comprises an enzyme activity 
with a Cre recombinase efficiency of about 16,8% per microgram of protein. 



An isolated nucleic acid molecule comprising a coding region wherein the coding region 
encodes a ^tathione-S-transferase<^racombinase fUsion polypeptide. 



The nucleic acid molecule of claim 46, wherein the coding region comprises the nucleic 
add sequence of SEQ ID NO:10. 



The nuclac acid molecule of claim 46, wherein the isolated nucleic acid molecule is an 
expression vector 



Hie nucleic add molecule of claim 46, wherein the coding region is operarively linked to 
a promoter effective to direct expression of a glutathione-S-transferase-Cre recombinase 
fhsion polypeptide. 



The nucleic acid molecule of claim 49, wherein the promoter is an inducible promoter. 



The nucleic acid of claim 50, wherein the promoter is the tac promoter. 



A host cell comprising the nucleic acid molecule of claim 46. 



A host cell comprising the nucleic acid molecule of claim 49. 



The host cell of claim 53, wherein the host cell expresses a Cre recombinase activity. 





3H27UD0C 
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55. The host cell of claim 53, further defined as an E. coli cell. 



56. A bacterial cell engineered to express a glutatluone^S-transfmse-Cre-iecbmbixiase fUsion 
polypeptide. 



57, The bacterial cell of claim 56, wherein the polypeptide has an amino acid sequence 
accordingto SEQ ID NO:ll. 



58. A method of producing 4 glutaThione-S-transferase^e-j^nibinase fusion polypeptide 
comprising: 

obtaining an expression vector comprising a coding region encoding a glutatbione-S- 
iransfer»sfr-Cr6rrecombinasc fUsion polypeptide operativeiy linked to a promoter, 

transforming or transfeciing the vector into a cell; and 

growing the cell under conditions effective to express a giutathione>-S-transferase^Cre- 
tecombinase fijsion polypeptide. 



59. The method of claim 58, further comprising isolating the ^utathione^S-transferase-Cre- 
recombinase fusion polypeptide. 



60. The method of claim 59, wherein isolating the polypeptide comprises glutathione affinity 
chromatography. 



61, A method of recombinmg nucleic acid segments, wherein each segment comprises a lax 
site specific recoznbinase site, the method comprising contacting the nucleic acid 
segments with a glutothione-S-transferasc-Cre-recombinase fusion polypeptide. 



62. The method of claim 61 , wherein the polypeptide has an amino acid sequence according 
to SEQ ID NO: 11. 



3U27<L.l.POC 
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63. A composition comprising a gluraihione-S-transfer^^Crc-rccombmase fusion 
polypeptide and one ox more nucleic acid molecules, wherein the nucleic acids comprise 
a site specific recombinase site. 

64. The composition of claim 63, wherein at leasi one of said nucleic acid molecules 
comprises a lox recombination site upstream in a 5' to 3' orientation from an amino acid 
encoding region- 

65. Jh& composition of claim 63, wherein at least one of said nucleic acid molecules 
comprises a transcription regulatory element upstream in a 5' to 3 f orientation of a lox 
recombinase site. 

66. The composition of claim 64 wherein the lox recombinase site is a /axP, /a*P2, loxP3, 
/<«P23,Z<rtP511,/c^ 

67. The composition of claim 6S wherein the lox recombinase site is a laxP, /axP2, /acP3, 
loxtt3 > laxVSU, hxB, hxC2, loxl, tcxR, lax4S6, /axdll7, or JaxH sire. 

68. The composition of claim 64 7 wherein the amino acid encoding region is a member of a 
nucleic acid library. 

The claims in this preliminary amendment do not add new matter to the application and 
their entry is therefore respectfully requested* Support for the claims may be found Throughout 
the Specification and at least in Example 3 found on page 47. 

IV. CONCLUSION 
Applicants respectfully submit that the present application and all claims are in condition 
far immediate allowance and early notice to such effect is earnestly solicited- If, in the opinion 
of the Examiner, a phone call may help expedite prosecution of this application, the Examiner is 
iirvitcd to contact the undersigned representative at (512) 542-8446, 
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It is believed that no fee is due; however, should any fees under 37 C.F.R. §§ 1 .16 to 1.21 
be required for any reason, the Assistant Commissioner is authorized to deduct said fees from 
Vinson & EUdns L.L.P. Deposit Account No. 22-036S/BAY13674-1GCIP/3600Q. , 



Vinson & EUdns L.U>. 
2300 First City Tower 
1001 Fannin 

Houston, Texas 77002-6760 
512/542-8446 




illy submitted, 
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lothyS. Corder 
Reg. No. 38,414 
Agent for Applicant 



Date: OctootT 3, 2002 
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VINSOW *c£UQNS LU». 



XfevidP.Bkxikc 
D«ofta(5l2) 234-3314 



May 6, 2003 



By Fax 

Mr. Richard J, Oparil 
Patron Boggs LX.P. 
2550 M Street NW 
Washington, DC 20037 



Re: Baylor College of Medicine, ei al v. Clontech Laboratories, Inc.: 



Dear Richard: 

I am further responding to your April 14 letter. Earlier I wrote regarding the Ruobo 
Zhang exhibits- As to the ^08 continuations, we will be producing the non-privileged 
documents on this issue. In live meantime, I am providing the accompanying preliminary 
amendment and notice of allowance from the PTQ. 



attachment 

c: Glenn A. Ballard, Jr, {by fax; >v/arr.) 
Kevin Bell (by fax; w/an.) 
Tvzccy B. OavieS [Firm; W/o an,] 
M- Michelle Mulicr [Firm; Wo err.] 
Jason M. Powers [Firm; w/o an.] 
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APPLICATION NOJ | FILING DATE 
1 COMTROINO. 



FIRST NAMED INVENTOR/ 
PATENT IN REEXAMINATION 



ATTORNEY DOCKET NO. 



EXAMINER 



ART UNIT 



PAPER 



. 47 



DATE MAILED: 



Please find below arid/or attached an Office communication concerning this application or 
proceeding. 



commissioner of Patant? and Trademarks 



—Sec coached- 



PTO-QOC (R©v.3-«8; 
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Notice of Allowability 



Application No". 
09/122.384 


Applicants) 
ELLEDGEET AL. 


Examiner %; 
James S.Ketter 


Art Unit 

1636 





- Tfc* MAILING DATS of this communhGllon ippw$ on the cpyer <toet wiWj PomrpofKfence acfdress- 
A8 dalm* o«lag allowable PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. »T not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-S5) or other appropriate communication moll be mailea In due course. THIS 
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to wttftorawal from Issue at tne Initiative 
of the Office or upon petition by the applicant See 37 CFR 1313 ana MPEP 1308. 

1-B True commurOcation is rMPOfishre to iha amendment of MW02 and mm IDS ofW/Q$+ 

2, The atoweoaaimis) Is/ere 32d& 

3-8 Tnft Drawing fled on 20 March 2001 are accepted by the Examiner. 

4. □ AcKnowlwlgmem h made of a ctewn for foreign priority under 35 US.C. § 1 19(a)-(d) or CO- 

a)Q AH wnsome* cjQNone efma: 

1. □ CerWW copies of the pnorty documents have been received. 

2. □ Certified copies cf the priority documents have been received in Appfcation No, . 

a, Q Copies of the c«ftJ5*d cope* pT ttio priority document* h*v* been received In tnJ» national siege application from tne 
IntemaUonal Bureau (PCT Rule 17.2(a)). 
9 Certified copies not received: • 

5. P Acknowledgmemisroad&ofac^ 

la) Q The translation of the foreign language provisional application ba$ been received, 

6. S Acknowledgment is made of a clairn for domestic priority under 35 U.S.C §§ 120 and/or 121 . 

<\pplteant nas THREE MONTHS FROM THE *MAIUNG DATE - of ihU communication to ^ amply complying with the r^w«^fe n^ed 
below. Failure to timely comply will result In ABANDONMENT of this application. THIS THREE-WONTH PERIOD IS NOT EXTENDABLE. 

7. □ A SUBSTITUTE OATH OR DECLARATION must W submitted. Note the atachea EXAMINER'S AMENDMENT or NOTICE OF 
INFORMAL PATENT APPLICATION (PT0.152) which gives reasons) why the oath or declaration is deficient 

3. □ CORRECTED PRAWlNGS must be submined. 

(a) Q inducing changes ftsojuired by the Notice cf Dnrftepersotfe Patent Drawing Review ( PTO-348) attached 

1) □hereto or 2) P toPaperNo. 

(t>) Q Induing changes required by the proposed drawing correction fled . which nas Dean approved by the Examiner. 

(c) □ indutfng changes reared by the attached Examines Amendment / Comment or in tne Office action of Paper No, 

Identifying Indicia vtiofc »» the application number (sm 57 crn 1JW(c» should oe written on ihe dntwimp tnihe top menjln (not m* bock) 
or Nch «ri«tt The dnjwlnge should bo filed as a separate paper wiui e tnuwnntal tetter *ddr*»»d to the Official Drafcspmoa 

}. □ DEPOSIT OF and/or INFORMATION ©bout the deposit of BIOLOGICAL MATERIAL must be submitted. Note the 
tttached Examiners comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 



tttachment(«) 

|Q Notice of References Cfced (PTO-B92) 2D Notice of Informal Patent Application (PTO-152) 

O Notice of DraftpersonH Patent prswing IWw (PTO-040) , 4Q Interview Summary (FTCM1 3). Pupcr No. . 

iH Information Disclosure Statement* lPTO-1449), Paper No. ll^L % vr. 6Q Examinefe Amendment/Comment 

Q Examiner© Comment Regarding Requirement for Deposit eQ Examiner's Siaternem of Reasons for Allowance 

of Bfelogleal Metenai OdOtner 



JAMES KERER 
PRIMARY EXAMINER 



PTOS7 (ftev. 04-01) 



Notice of Allowably 



pan oi Paper No. 47- 
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VINSON &EU0NS. LI~P. 
1001 ?ANNlN STREET 
2300 FIRST CTTV TOWER 
HOUSTON, TX 77002-6760 
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2 8 2003 
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4354O6000 
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Am)CAnoN>ta 



FtUN0pAT£ 



0*1223*4 07/Z4/I99S STEPHEN I. FLLBPOP 

mtEOriNVEW!ON:JlA?U>SU?C^ RECOMBNATICW 



4340 



ATTULTYrE } SMALL PnTTY j ISSUgm { WmCATVOHm I TOTAL f££ff) DUE I tUTCPUE "*] 

pon^ontmU NO $1300 SO 51300 07/KOOOa 



OonpfOyilSccaJ 

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS AlXOWED FOR ISSUANCE AS A PATENT. 
py Qffpei rpON on TM MERITS IS THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT BIGHTS. 

THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON 
PETITION BY THE APPLICANT. SEE 37 CFR 1-3X3 AND MPEP 1308. 

THE ISSUE FEE AND PUBLICATION FEE PF REQUIRED) MUST BE PAID WITHIN TH PFF MONTHS FROM THE 

Mailing date of this notice or this application shah- be regarded as abandoned, xms grATPTORY 

PERIOD CANNOT BE yXTf £*nvpp . SEE 35 UAC ISL THE ISSUE FEE DUE INDICATED ABOVE REFLECTS A CREDIT 
FOR ANY PREVIOUSLY PAID ISSUE FEE APPLIED IN THIS APPLICATION* THE PTOL-3SB (OR AN EQUIVALENT) 
MUST BE RETURNED WITHIN THIS PERIOD EVEN IF NO FEE IS DUE OR THE APPLICATION WILL BE REGARDED AS 
ABANDONED. 

HOW TO REPLY TO TBIS NOTICE; 

I Review the SMALL ENTITY status shown above 



If the SMALL ENTITY is shown as YES, verify your Current 
SMALL ENTITY starus: 

A If the sulcus is the stmc,pay tho TOTAL FEE(£) DUE show* 
above. 

B. If ib* status is cbaagsd, pay ifce PUBLICATION FEE (if required) 
and twice the amount of the ISSUE FEE shown above ana notify the 
United Sttlc* Patent tad Trademark Office of the change in sts&u, ox 



If the SMALL ENTITY is shown as NO: 

A- Pay TOTAL F£E(S) DUE shown above, or 

B. If applicant claim ed SM ALL ENTITY sxaius before, or 2s now 
cUhninj SMALL ENTITY status! check the box below sad enclose 
the PUBLICATION FEE and 1/2 the ISSUE FEE shown above. 

Q Applicant claims SMALL ENTITY status. 
See 37 CFR 1.27. 



B. PART B - FEE(S) TRANSMITTAL should be completed and returned to the United Sates Patent and Trademark Office (USPTO; wiih 
your ISSUE FEE and PUBLICATION FEE Gfnrquurd). Even if*c U&) have already been paid, Pan B - Fee(s) Tnuumitut should be 
completed asd returned. If you are charging (ho foeCa) to your deposit iceount, section "4b" of Part 8 - Fee(s) Transmittal should b« 
c otnplnrd and *n ft*tr* copy of the form should be aattaniued. 

UL AH communications regarding this applicarfoo must give the application number. Please direct ail conununications prior to issuance to 
Box ISSUE FEE unless tdvUod to the contrary. 

IMPORTANT REMINDER; Utility patents issuing on applications ftM on or after Dec 12, 1980 may require payxnonr of 
maintenance icci. It Is patvotefs responsibility to ensure O^ely payment of maintenance Tees when due 
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Termination of Paten? Term Adjustment under 35 TJjS.C. 154 (b) 
(appUttMioti filed oq or after May2$> 2000) 



The patent term adjustment to date is 0 days. If tbo issue ffce is paid on the date that is three months after the mailing 
date of this notice and the patent issues on the Tuesday before &* dale that is 28 weeks (six and a half months) after 
the mailing date of this notice, the term adjustment will be 0 days. 

If a continued prosecution application (CPA) was filed, in the above-identified application, the filing dais that 
determines patent term adjustment is the filing date of the most recent CPA. 

Applicant will be able to obtain more detailed information by accessing die Patent Application Information Retrieval 
(PAIR) system. (bttp^/pair.uspu>.gov) 

Any questions regarding the patent term extension or adjustment determination should be directed to the Office of 
Patent Legal Administration at (703)305*1383. 
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Notice of Fee Increase on January 1, 2003 

, If* reply^* Wotice of Allowance 
arnovnx due will be lumber than that set fonh m die "Notice of Allowance and Fce(s) Due" since there wiU be an increase 
in fees effective cm January 1, 2003. g<^ R evi v or } of Parent and Tiaflcmaft fe« fer XSSI 2QQ3; Final Rule, 67 Fed. 
R«g, 70847, 70849 (Novexabcr 27, 2002> 



The current fee schedule is accessible from: ftttp://w\vw.Tiyfo.f»m^^ 

I f ihe issue fee paid is the ?™rv»"t shown on the 'Nonce of Allowance aj*d Fee(s) Due, 11 but not die corxec t amount 
in view of the fee increase, a "Notice to Pay Balance of Issue Fee" wiU be wiled to applicant. In order to avoid 
processing delays associated with mailing of a "Notice to Pay Balance of Issue Fee," if Ac response to The Notice of 
Allowance and Fe<s) due form is to be Sled on or after January 1 , 2003 (or mailed with a certificate of mailing on or 
after January 1, 2003), tho issue fee paid should be &e fee that is required at die time the fee is paid. If Ac issue fee was 
previously paid, and The response to tbe "Notice of Allowance and Fee(s> Due" includes a request to apply a 
previously-paid issue fee to the issue fee now due, then the difference between the issue fee amount at the time the 
response is tiled and the previously paid issue fee should be paid. Sfi£ Manual of Patent Examining Procedure, Section 
130WH (Eighth Edition, August 2001). 

Questions relating to issue and public anon fee payments should be directed to the Customer Service Center 
of the Office of Patent Publication at (703) 305-8283. 



PTOC-fS t*3V.C4~QZ) Appcw*) for use mtou|» CI/3UW04. 
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\5nsan 



VINSON KE UPNSU -*. 

tCOtKAMNBf SHEET 
JWBICMTOGaS TXx&U* 

Tano*yS.CDider 
DirtaDaI5l2.$*2-8446 

TroTdctg^ vckw.com 



October 3, 2002 



certificate or facsimile 

lca^itotecoCTrEpnwVTVtctf being 
prwrafocd m October 3, 2002, fccsrofle w fl* 
fajqg^ TraATwrt fc Offi ao to »ccanj*ncc with 37 

cfjmu. C; ^ . 



Obic 



Assistant Commissioner for Patents 
Washington, IXC. 2023} 

JJe; Patent Application SN 09/222,384 "Rapid Subchning Using Site-Specific 

Recombination,'* by Elledge et aL 

Attorney Docket No.: BA7236/44IQCIP/36Q00; Otoatef: OTA #97-27, 
Confirmation No. 4340 

Sir. 

Enclosed for filing in the abovo-refcrcnccd patent application is a Pr elimina ry 
Amendment for filing in the above-refcrcnccd patent application. 

It is believed that no fee is due; however, shonld any fees under 37 C.F.R. §§ 1.16 to 1.21 
be required for any reason, the Assistant Commissioner is au&orized to appropriately deduct or 
credit the requisite amount from Vinson & Elkzna LLP. deposit aocoiTn T No. 
22^6S/BAYl36/4^i0aP/360G0. 



Respectfully submitted, 

Timothy S. Corder 
Rcg.Ko.3MH 
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PATENT 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Application of: Stephen ). EUedge ei al 
Serial No.: 09/122,384 
Filed: July24, 1998 

For Rapid SuWoning Using Site-Specific 
Recombination 



Group An Unit 1636 
Examiner: J.Ketter 

Atty.DktNo.: BAY1 3674-1 OCIP/36000 
Confirmation No. 4340 



CERTIFICATE OF VAC8IMOC 

October 3, 20G^ty fennte p *o P*e» tad Tt*£ra*rt 
0$c« a accordance * 



Timothy S/Ccedcr 



PRELIMINARY AMENDMENT 
VIA FACSI^K NO. 703-746-S15S 

Assistant Commissioner for Patents 
Washington, D.C. 20231 

Sin 

In advance of prosecution, the Examiner is requested to please amend the above* 
captioned application as follows: 

AS 



A. In the Claims: 

Please cancel all pending claims, i.e. claims 1-20, 26, 30-35, and 37-42, and enter the following 
new claims: 



43. a composition comprising a ghitathioiK^S-rj^asfc^e fusion 
polypeptide. 
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44. The composition of claim 43, wherein the polypeptide lias an amino acid sequence 
according to SEQ ID NO:ll. 



45. The composition of claim 43, wherein the composition comprises an enzyme activity 
with a Ore recomhinase efficiency of about 16,8% per microgram of protein 



46. An isolated nucleic acid molecule comprising a coding region wherein the coding region 
encodes a ghaathione^-tnuisfcra^ fiision polypeptide. 



47. The nucleic acid molecule of claim 46, wherein the coding region comprises the nucleic 
acid sequence of SEQ ID NO:lO. 



48. The nucleic acid molecule of claim 46, wherein the isolated nucleic acid molecule is an 
expression vector 



49. The nucleic add molecule of claim 46, wherein the coding region is operatively linked to 
a promoter effective to direct expression of a gl utat h i onfr-S-iransfcrase-Cre recombinase 
fesion polypeptide. 



50. The nucleic acid molecule of claim 49 t wherein the promoter is an inducible promoter. 

51. The nucleic acid of claim SO, wherein the promoter is the toe promoter. 

52. A host cell comprising the nucleic acid molecule of claim 46. 

53. A host ceil comprising the nucleic acid molecule of claim 49. 

54. The host cell of claim 53, wherein die host cell expresses a Cre recomhinase acuvity. 

3U27U.D0C 2 
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55. The host cell of claim 53, farther defined as an E. coli cell. 



56. A bacterial cell engineered to express a ^utatMoiu^S-transferase-Cre-itcombinase ftision 
polypeptide. 



57. The bacterial cell of claim 56, wherein the polypeptide has an amino acid 
according*) SEQ ID NO:ll. 



58. A method of producing 3 gJutsthicoie-S-transfere^ fusion polypeptide 

comprising: 

obtaining an expression vector comprising a coding region encoding a glntathioue-S- 
iransfi^D-Cre-reamxbinasc ftision polypeptide operatively linked to a promoter; 

xransjbiming or transacting the vector into a cell; and 

growing the cell under conditions effective to express a giumtbion^S-transferas^Cr©- 
recombinase fusion polypeptide. 



59. The method of claim 58, further comprising isolating the ^waftuono-S-transferase-Cre- 
recombinase fusion polypeptide. 



60. The method of claim 59, wherein isolating the polypeptide comprises glutathione affinity 
chromatography. 



61. A method of recombining nucleic add segments, wherein each segment comprises a lex 
site specific recombinase site, the method comprising contacting the nucleic acid 
segments with a gIutathione»S-transferascv<^-rccomhinase fusion polypeptide. 



62. The me t ho d of cl aim 61, wherein the polypeptide has an amino acid seqxieucc according 
to SEQ ID NO: 11. 
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63. A composition comprising a glumtMone-S-tiansf^ fusion 
polypeptide and one or more nucldc acid molecules, wherein fbc nucleic acids comprise 
a site specific recombinase site. 



64. The composition of claim 63, wherein at leasx one of said nucleic acid molecules 
comprises a lax recombination site upstream in a 5' to 3 1 orientation fiom an amino acid 
encoding region. 



65. The composition of claim 63, wherein at least one of said nucleic acid molecules 
comprises a transcription regulatory element upstream in a 5* to 3 f orientation of a lax 
recombinase sue 



66. The composition of claim 64 wherein the lox recombinase site is a ZcccP, /oxP2, 7«P3» 
/oxP23, ZmFSl 1, loxB, loxC2, tocL> hxR, toxd86, /oxdl 17 7 or ZosH site. 



67. The composition of claim 65 wherein the lox recombinasc site is a ka& % ZoxF2» /oxP3, 
/OXP23, /ox?5U, IcxB, laxC2, /art, 7«R, /axd86, /ax4U7, or loxH site. 



68. The composition of claim 64, wherein the amino add encoding region is a member of a 
nucleic add library. 



The daims in this preliminary amendment do not add new matter to the application and 
their entry is therefore respectfully requested. Support for the claims may be found Throughout 



Applicants respectfully submit that the present application and all claims are in condition 
for immediate allowance and early notice to such effect is earnestly solidted- It in the opinion 
of the Examiner, a phone call may help expedite prosecution of this application, the Examiner is 
invited to contact the undersigned representative at (512) 542-8446. 





The Specification and at least in Example 3 found en page 47. 



IV. CONCLUSION 
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It is believed that no fee is due; however, should any fees under 37 C.F.R. §§ 1.16 to 151 
be required far any reason, the Assistant Commissioner is authorized to deduct said fees from 
Vinson & EUdns LX.P. Deposit Account No. 22^)36SmAYl36/4-10CIP/36OO0. 



ly submitted, 




trthyS.Coroer 
Reg. No. 38,414 

Vinson & Hllrins LXJ*. Agent fbr Applicant 

2300 First City Tower 
1001 Fannin 

Houston, Texas 77002-6760 
512/542-8446 

Date: October 3, 2002 
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CAUSE NO. 2001-61: 52 



BAYLOR COLLEGE OF MEDICINE and § 
BCM TECHNOLOGIES, INC, | 

plaintiffs/Counterclaim Defendants^ 



CLONTECH LABORATORIES, INC., 



§ 



Defend ant/Countexclaim Plaintiff, § 

§ 

rROGEN CORPORATION, § 
Additional counterclaim defiant, § 



o 



f-lf 



IN THE DISTRICT COURT 



HARRIS COUNTY, TEXAS 



133 rd JUDICIAL DISTRICT 



Fl L E 
CHARLES BACARISSK 
Dbnrltf clerk 



OCT i WOK 




parties fiom whom discovery may be soi#t; and 

■1^-|to-p^^ta^»-«P«*J and have agreed upon the tenns of a 

Protective Order and for good cause shown; therefore 

Civil Procedure 192.6, subject to the 



appro' 



The parties stipulate, pursuant to Texas Rule o 
,val of the Court, to the foUov/ing Protective Order 



1. Scope of Protection. 



